f/ 



PRELIMINARY AMENDMENT 
U.S. Appln. No. 09/125,814 




hydroxypropylmethyl cellulose, methyl cellulose, hydroxyethyl cellulose, 
and sodium carboxymetlwl cellulose and 

(iii) one or more of a water-absorbing and water-insoluble base 
material selected from the grbup consisting of crystalhne cellulose, a- 
cellulose, cross-linked sodium\carboxy-methyl cellulose, cross-linked 
starch, chitin and chitosan, 

(2) the content of the water-absorbiik and gel-forming base material is about 
5-40 wt% based on the total of the water-absorb^Kig and water-insoluble base material 
and the water-absorbing and gel-forming base\n3y:erial, and 

(3) the drug is unevenly dispersed ijtJ)J&4p»^r in the water-absorbing and 
water-insoluble base material than on or in The wateVabsorbing and gel-forming base 
material, and 



wherein 70 wt % or more based on the druglrSi^persed on or in the water- 

f V _ 



absorbing and water-insoluble base material and on or iA the water-absorbing and gel- 
forming base material. 



48. (amended) A powdery compd^ition for nasal administration wherein 
(1) the composition contains 

(i) a drug, 

(ii) one or more of a water-J(b>^rbin§ and gel-forming base material 
selected from the group consi§^i5g^ef1iydroxypropyl cellulose, 
hydroxypropyhnethyl cellulose, metlwi ceUulose, hydroxyethyl cellulose, 
and sodium carboxymethyl cellulose akd 
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(iii) one or more of Wer-absorbing and water-insoluble base 
\PU "^^t^rial selected from tie group consisting of crystalline cellulose, a- 

_ J| cellulose, cross-linked solium carboxy-methyl cellulose, cross-linked 

[yT starch, chitin and chitosc 

(2) the comem of the water-aLorbing and gel-forming base material is about 
5-40 m% based on the total of the waterlabsorbing and water-insoluble base material 
and the water-absorbing and gel-forminglbase material, and 

(3) the drug is unevenly dispersed more on or in the water-absorbing and 
water-insoluble base material than on or ix\the water-absorbing and gel-forming base 
maxerial,^^^^^^^^. — — 

wherein 60 wt % or more based on 



absorbing and water-insoluble base materi, 



I drugjs-'dispersed on or in the water- 



^5Jamendegr^ compositioV according to claim 48. wherein 70 wt 

C °' ""rA'-'il^" the clrug^persed on or i\ the water-absorbing and water 
insoluble base material. 



3iamendeJ)^^T^ ,X^^ ^^^^^^ ^ 

% brjnore^based on the dmgisdis^ersed on or in the\water-absorbing and water 
insoluble base material. 



Please add the foUowing new claims: 




51. (new) A powdery compositiW for nasal administration described i 



in Claim 
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46, wherein the state in whldh the drug is unevenly dispersed more on or in the water- 
absorbing and water-insoluble base material than on or in the water^s.or-bjng-and gel- 
forming base material is^btaLable by a method that the drug is vigorously J 
mechanically mixed with the Xer-ab^ing and water-insolubirbase-mStS^ in 
which- atleast 90 wt % basedo^Ue particleTh^ve an average particle diameter in the 
range of 10-350 jmi^sequenn|^ and gel-forming base material. 

in which aUeast 90 wt % based on\the particlesshave an average particle diameter in 
— ^ 

the range of 10-350 ^m, is mechani)fally mixed with the resultant mixtuT^. 





52. (new) A powdery compositil^n for nasal administratio&'described^ Claim 




46, wherein the powdery composition iVobt^nable by a method that the drug is 
allowed to adhere to the water-absorbind and water-insoluble base material by freeze 
drying, then, the water-absorbing and watW-insoluble base material with the adhered 
drug is pulverized and sieved so that at leaW^om %^ase^^^ resultant particles > 
have an average particle diameter in the r^k of 10-350 ^im,' subsequently, the water- 
absorbing and gel-forming base material, in ^hicrat'least 90 wt % based^iTrtie ^ 
^mesh^a^e an average particle diameter in tWafiie of 10-350 ^im, is mechanically 
niixed with the resultant water-absorbing and wker-insoluble base material. 



53. (new) A powdery composition for nasal Idministrati^de^^ 
46, wherein the powdery composition isJ^nableVy a method that the drug and the 
water-absorbing and water-insoluble base material ale dissolved or dispersed in an 
organic solvent, and subsequently the resultant solutLn or dispersion is evaporated 



J 
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^ such that a powder is obtaiiied, further the powder is pulverized and sieved such that 
atiea st 90 wt^b ased^the resultant particlesli^e an average particle diameter in 




the range,of-]rO=35fi.^m, and thd water-absorbing and gel-forming base material, in 




which^aU east 90 wtV basg^i^ tlk particles h^e an average particle diameter in the 
range of 10-350 ^an, is mechanicallsv mixed with the resultant powden 




54. (new) A powdery compositibn for nasal administrat^tode^ribe^jn) Claim 

46, wherein the state in which the drug is dispersed more on orintEelvater-absorbing 

and water-insoluble base material than bn or in the water-absorbing and gel-forming 

base material i;^ obtainable by making thV average particle diameter of the water- 

' I ~ ^ 

absorbing and water-insoluble base ntatei^-larger than that of the water-absorbing 

and gel-forming base material./ 



55. (new) A powdery composition for nVsal administration described in^claim 54, 
wherein the water-absorbing and water-insoluMe base material has-an-^erage particle 
diameter of 10-350 ^m in at least 90 wt % based\)n the p^iclesTTand the water- 



absorbing and gel-forming base material has an average particle diameter of 10-105 
Mm.in at least 90 wt % based onJthe^StideT^'^'^ 



56. (new) A powdery composition for nasal adiiumstrataon^escribed,iri claim 54, 
wherein the water-absorbing and water-insoluble base material has an average particle 



diameter of 10-250 mat least 90 wt % based on the feartides? and the water- 
absorbing and gel-forming base material has an average iarticle diameter of 10-65 ^m 
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in at least 90 wt % based onVhe particles. 



57. (new) A powdery composition for nasal administration-de^Sb^ 
^ ^ of Claims 46-47 and 51-54. wheL the dmg is selected from Vh>2^55j;;;^isting of 
. i\ non-peptide/non-proteinaceous dVugs and peptide/proteinaceous drugs having 
molecular weight of 30,000 or less; 




58. (new) A powdery composition for nasal administrati^lTd^^^i^^^ 



57. wherein the non-peptide/non-proteWceous drug is one or i^^i^gs selected 
from the group consisting of anti inflammatory steroids, nonsteroidal anti- 
inflammatory drugs, analgesic anti-inflaninatory agems. antitussive expectorants, 
antais^^c agems. antiallergic drugs, alemetiC drugs, hypnotics, vitamin 
prep^ationsjsex steroid hormones. antineoLstic drugs, antiarrhythmic drugs, 
■antihypertensive drugs, antianxiety drugs. psyWotropic drugs, antiulcer drugs, 
cardiotonics, analgesics, bronchodilators. treatiL agents for obesity, antithrombotic 
drugs, antidiabetic drugs, muscle relaxants and Ati-rheumatics. 



59. (new) A powdery composition for nasal adUistra^ describe^-A Claim 
57. wherein the peptide/proteinaceous drug is one orVore drugs sdected from the 
group consisting of luteinizing hormone-releasing horrlnes. growth hormone- 
^eleasingfo^^ somatostati/|^S?^vasopressins.W hirudin 
^^^^iw^^ adreno^OFticMi^h^^^^^ 
derivative's, c^citonins^^;^^ groA hormones, growth 
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hormone-releasing hormonesNuteinizing hormonesf^sulin-like growtMactors, 




calcitonin gene-related peptidesWrial natriuretic polypeptid^Serivatives, iirterferons, 



erythropoietin, granulocyte colonAforming-stimulating factor, macrophage forming- 
stimulating factor, parathyroid hormones, parathyroid hormone-releasing hormone, 
prolactin, thyroid-stimulating hormoke-releasing hormone and angiotensins. 

60. (new) A powdery composition \or nasal administratiradescribediii;any one 
of Claims 46-47 and 51-56, wherein the dW is a peptide/proteinaceoiS^drug having a 
molecular weight of 500-1500, and the amdimt of the water-absorbing and gel-forming 
base material is about 5-30 wt % based on thfe total of the water-absorbing and water- 
insoluble base material and the water-absorbiAg and gel-forming base material. 



61. (new) A powdery composition for nasVl administrati^_^scribed.in^Claim 
60, wherein the peptide/proteinaceous drug is onAor more drugs selected from the 
group consisting of vasopressins, luteinizing hormdne-releasing hormones,, growth 
hormone-releasing factors, somatostatin^^J^t^e^Wtocins, hirud^ derivatives^ 
enkephalins, adrenocorticotropic hormone^erivatives\n^bradykirii^derivatives. 



62. (new) A powdery composition for nasal adminikrat^n describedui any one 
of Claims 46-47 and 51-56. wherein the drug is a peptide/iroteinac^ousdrug having a 
molecular weight of 1500-30,000 and the amount of the waL-absorbing and gel- 
forming base material is about 5-20 wt % based on the total o\ the water-absorbing and 
water-insoluble base material and the water-absorbing and gel-forming base material. 
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63. (new) A powdery coVposition for nasal administration^escribedinQlaim 
62, wherein the peptide/proteine^eous drug is one or more drugs'^meJfrom the 
group consisting of calcitonins, inLlins, glucagon^vatives^rowth hormones, 
growth hormone-releasing hormoni, luteinizing hormones'Tiimilin^k^ 
factors, calcitonin gene-related peptiffles, atrial natriuretic polypeptid^^^ti^ 
interferons, erythropoietin, granulocyJe colony-stimulating factor, macrophage- 
stimulating factor, parathyroid hormonis, parathyroid hormone-releasing hormone, 
prolactin, thyroid-stimulating hormone-r^easing hormone and angiotensins. 

64. (new) A powdery composition for kasal administration descri bed in any one 
of Claims 46-47 to 51-56, wherein the water-a\s orbing and wateHnsbluble base 
material is crystalline cellulose. 



65. (new) A powdery composition for nasalVdministrati^^described in any one 
of Claims 46-47 and 51-56, wherein the water-abso\)ing and gePforaSng base material 
is hydroxypropyl cellulose. 



66. (new) A powdery composition for nasal admijustrationrclescatiSd-in''Claim 



65, wherein the hydroxypropyl cellulose has a viscosity ofV 50-4000 cps in 2% 



solution. 



aqueous 



67. (new) A powdery ioiAi|ositiop,for nasal administration described in Claim 



PRELIMINARY AMENDMENT 
U.S. Appln. No. 09/125,814 



46, wherein the state in which the drug is unevgal5r^spersed more on or in the 
water-absorbing and wato^soluble b^s^material than on or in the water-absorbing 



/ 



and gel-forming base/materi 
water-absorbing and 
water-absorbing an 
mechanically 



m 



ichw^ by mechanically mixing the drug with the 
ible base material, subsequently, adding the 
ig base material to the resultant mixture, and 



68. (new) A powdery composition for nasal administration described in Claim 
67, wherein the mechanically mixing l^e drug with the water-absorbing and water- 
insoluble base material drug is/^vigorou\ly mechanically mixing. (i^xi^fv 



69. (new) A powdery composition tor nasal administration described in Claim 
46, wherein the state in which the drug is unevenly dispersed more on or in the water- 
absorbing and water-insoluble base material\han on or in the water-absorbing and 
gel-forming base material is achieved by di^soK^ng or dispersing the drug and the 
water-absorbing and water-insoluble base m\erM in ag^ugftus^so^^ freeze 
drying the resultant solutioi^r obtaining thj'^^^^dhered to the water-absorbing 
and water-insoluble base materia^ pulverizing andVieving the resultant drug-adhered 
to the water-absorbing and water-insoluble base material jfor obtaining a powder 
fractio^, adding the water-absorbing and gel-forming Baase material to the powder 
fraction, and mechanically nuxing thereof. 



70. (new) A powdery composition for nasal admini^ration described in Claim 
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46, wherein the state in which the Wug is unevenly dispersed more on or in the water- 
absorbing and water-insoluble base^naterial than on or in the water-absorbing and gel- 
forming base material is achieved by tiissolving or dispersing the drug and the water- 
absorbing and water-insoluble base mdterial in an organic solvent, evaporating the 
resultant solution(£r obtaining the drui-adhered to the water-absorbing and water- 
insoluble base material pulverizing and sieving the resultant drug-adhered to the 
water-absorbing and water-insoluble base Wterial (for obtaining a powder fractionj 
adding the water-absorbing and gel-formin^base material to the powder fraction, and 
mechanically mixing thereof. 



n 



71. (new) A powdery composition for naW administration described in Claim 
67, wherein average particle diameters of the watJfiNabsorbing and water-insoluble base 
material and the water-absorbing and gel-formini\a\e material/'isat least 90 wt % 



based on the particles in the range of 10-350 ]xm.\ 



72. (new) A powdery composition for nasal ad^pinistration described in claim 
68, wherein average particle diameters of the water-absoking and water-insoluble base 
material and the water-absorbing and gel-forming base mdf eriallsar least 90 wt % 
based on the particles in the rangrof 'rO-3 50-^m- 



73. (new) A powdery composition for nasal administration described in claim 
69, wherein average particle diameters of the water-absorbing aJad water-insoluble base 
material and the water-absorbing and gel-forming base material i\ at least 90 wt%^ 
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based on the particles in the range of 10-350 




74. (new) A powdery composition for nasal administration described in claim 
J>^/70, wherein average particle diameters W the water-absorbing and water-insoluble base 
wfl material and the water-absorbing and gi-forming base materiaKiT at leas t 90 wt % 
based on the particles in the range^FTojpT0^1tor~--^ 



75. (new) A powdery composition for nasal administration described in Claim 
48, wherein the state in which the drug is unevenly dispersed more on or in the water- 
absorbing and water-insoluble base material than on or in the water-absorbing and gel- 
forming base material ^^tainable by a methbd that the drug'Ts vdgorous^T^; 
^ mechanically mixedJA3tl^he^water-abso^bin water-insoluble base material, in 
whlch jfleast 90 wt ^%basgd-^the particles an average particle^diameter in the 
'C\ ^^Se of 10-350^nm„s.u^quemly, the water-^MiiH^ and gel-forming base material, 
in which at least 90'Wr^ased on the particles ha^e an average particle diameter in 



the range of 10-350 ^m, is mechanically mixed witlithe resultant mixture 



76. (new) A powdery composition for nasal adriUnistration described in Claim 
48, wherein the powdery composition(is obtain able by a method that the drug is 
allowed to adhere to the water-absorbing and water-insmuble base material by freeze 
drying, then, the water-absorbing and water-insoluble base material with the adhered 
drug is pulverized and sieved ^o-tHaT at least 90 wt % basei S^ the resultant^art icles^^ 
have an average particle diameter in the range of 10-350 ^lA, subsequently, the water- 
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absorbing and gel-forming base material, in which at least 90 wt % based on the 



particle^have an average particle oiameter in the range of 10-350 jim, is mechanically 
mixed with the resultant water-absorbing and water-insoluble base matenaL 



77. (new) A powdery composition for nasal administration described in Claim 
48, wherein the powdery composition W^^tainable by a method that the drug and the 
water-absorbing and water-insoluble base material are dissolved or dispersed in an 
organic solvent, and subsequently the resultant solution or dispersion is evaporated 
such that a powder is obtained, further th)f powder is pulverized and sieved such that 
at least 90 wt% based on the resultant partitlgs-have an average particle diameter in 
the range'of 10-350 |im, and the water-absorbing and gel-forming base material, in 
^ which at least 90 wt% based on the particlesm^ particle diameter in the 



range of 10-350^^rn, is m^e'cfi^tially mixed 



the resultant powden^ 



78. (new) A powdery composition for nasaAadministration described in Claim 
48, wherein the state in which the drug is dispersed more on or in the water-absorbing 
and water-insoluble base material than on or in the\water-absorbing and gel-forming 
base material is^tainable by making the average p^^ticle d^iajn^ water- 
absorbing and water-insoluble base materiai'larger thWi that of the water-absorbing 



and gel-forming base materi^?^ 



79. (new) A powdery composition for nasal admimWration described in claim 78. 
wherein the water-absorbing and water-insoluble base material has an average particle 
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diameter of 10-350 ^an in arlea\t 90 wt % based on the particlesTand the water- 



absorbing^d gel-forming base^ikaterial has an average particle diameter of 10-105 
nm in at least 90 wt % based on thAparticles. 



80. (new) A powdery composition for nasal administration described in claim 78, 
wherein the water-absorbing and waterV nsoluble base m aterial has an average particle 
diameter of 10-250 ^m in adSisTgOwt Vba sed on the partid^ ^ the water- 
^j'^rbing^andgeHorming base material ha^s an average particle diameter of 10-65 
in at least 90 wt % based on the particles. 



81. (new) A powdery composition for na^ljl administration described in any one 
of Claims 48-50 and 75-80, wherein the drug is fleeted from the group consisting of 
non-peptide/non-proteinaceous drugs and peptMS^r^t^inaceous drugs having 
molecular weight of 30,000 or less. 



82. (new) A powdery composition for nasal adiMnistration described in Claim 
81, wherein the non-peptide/non-proteinaceous drug ite one or more drugs selected 
from the group consisting of anti-inflammatory steroidV nonsteroidal anti- 
inflammatory drugs, analgesic anti-inflammatory agents, Wtitussive expectorants, 
antiMstamink agents, antiallergic drugs, antiemetic drugs\hypnotics, vitamin 
preparations, sex steroid hormones, antineoplastic drugs, ciitiarrhythmic drugs, 
antihypertensive drugs, antianxiety drugs, psychotropic drugs, antiulcer drugs, 
cardiotonics, analgesics, bronchodilators, treating agents for Abesity, antithrombotic 
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drugs, antidiabetic drugs, muscle Relaxants and anti-rheumatics. 




83. (new) A powdery composition for nasal administration described in Claim 
81, wherein the peptide/proteinaceous drug is one or more drugs selected from the 
group consisting of luteinizing hoimoAe^eleasing hormones, growth hormone- 
releasing factors, somatostatin derivatives, vasopressins, oxytocins, hirudin 



deriy-atlv es, enkephahns, adrenocorficoA)pic hormohederivatiYes; bradykinin 
4erivatLv.es,^calcitonins, insulins, glucagortderivatives^^owth hormones, growth 
hormone-releasing hormones, luteinizing Hbrmon^insulin-li^rowth factors, 
calcitonin gene-related peptides, atrial natriuretic polypepti^-^^rivatives> interferons, 
erythropoietin, granulocyte colony forming/simulating factor, macrophage forming- 
stimulating factor, parathyroid hormones, tai|thyroid hormone-releasing hormone, 
prolactin, thyroid-stimulating hormone-rele^^gii^one and angiotensins. 



84. (new) A powdery composition for nasaltedministration described in any one 
of Claims 48-50 and 75-80, wherein the drug is a Aeptide/proteinaceous drug having a 
molecular weight of 500-1500, and the amount of the water-absorbing and gel-forming 
base material is about 5-30 wt % based on the total oV the water-absorbing and water- 
insoluble base material and the water-absorbing and Ll-forming base material. 

85. (new) A powdery composition for nasal administration described in Claim 
84, wherein the peptide/proteinaceous drug is one or mie drugs selected from the 
group consisting of vasopressins, luteinizing hormone-rel\asing hormones, growth 
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hormone-releasing factors, somatokatm derivatives, oxytocins, hirudi|i derivativeg^ 
enkephalins, adrenocorticotropic hormone'^erivatives and bradykinin derivatives. 



86. (new) A powdery composition for nasal administration described in any one 
f Claims 48-50 and 75-80, wherein the drug is a peptide/proteinaceous drug having a 
molecular weight of 1500-30,000 and the Wount of the water-absorbing and gel- 
forming base material is about 5-20 wt % bksed on the total of the water-absorbing and 
water-insoluble base material and the water-Vbsorbing and gel-forming base material. 



87. (new) A powdery composition for naBal administration described in Claim 
86, wherein the peptide/proteinaceous drug is^e or more drugs selected from the 
group consisting of calcitonins, insulins, glucaUfiTdCTivatives^ hormones, 
growth hormone-releasing hormones, luteinizii^l^^^^es^^^^liii^^^growth 
factors, calcitonin gene-related peptides, atrialjiatriWetic polypeptide derivatives,^ 
interferons, erythropoietin, granulocyte colony-stimmating factor, macirophage- 
stimulating factor, parathyroid hormones, parathyroid hormone-releasing hormone, 
prolactin, thyroid-stimulating hormone-releasing hornione and angiotensins. 



88. (new) A powdery composition for nasal administration described in any one 
of Claims 48-50 and 75-80, wherein the water-absorbing %id water-insoluble base 
material is crystalline cellulose. 



89. (new) A powdery composition for nasal administration described in any one 
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of Claims 48-50 and 75-80, wherei^ the water-absorbing and gel-forming base material 
is hydroxypropyl cellulose. 



90. (new) A powdery composition for nasal administration described in Claim 
89, wherein the hydroxypropyl celluloseWas a viscosity of 150-4000 cps in 2% aqueous 



solution. 



91. (new) A powdery composition foV nasal administration described in Claim 
48, wherein the state in which the drug is unWenly dispersed more on or in the 
water-absorbing and water-insoluble base matWial than on or in the water-absorbing 



and gel-forming base material is achieved by 



chanically mixing the drug with the 



water-absorbing and water-insoluble base mat\i|iYl, subsequently, adding the 
water-absorbing and gel-forming base materiaMd^h^esultant mixture, and 
mechanically mixing thereof. 



92. (new) A powdery composition for nasal adhiinistration described in Claim 
91, wherein the mechanically mixingthe drug with the Water-absorbing and water- 
insoluble base material drug is vigorously mechanically mixing. 



93. (new) A powdery composition for nasal administration described in Claim 
48, wherein the state in which the drug is unevenly dispersJfi more on or in the water- 
absorbing and water-insoluble base material than on or in th\ water-absorbing and 
gel-forming base material is achieved by dissolving or dispersing the drug and the 
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water-absorbing and water-insoluble base material in an aqueous solution, freeze 
drying the resultant solution^r ^(btaining the drug-adhered to the water-absorbing 
and water-insoluble base material|Wlverizing and sieving the resultant drug-adhered 
to the water-absorbing and water-insoluble base materialjfor obtaining a powder 
fractionykdding the water-absorbing\and gel-forming base material to the powder 
fraction, and mechanically mixing theireof. 



94. (new) A powdery composition for nasal administration described in Claim 
48, wherein the state in which the drug is unevenly dispersed more on or in the water- 
absorbing and water-insoluble base matekal than on or in the water-absorbing and gel- 
forming base material is achieved by dissolving or dispersing the drug and the water- 



absorbing and water-insoluble base matetM in an organic solvent, evaporating the 



resultant solution] for obtaining the drug-^y^ered to the water-absorbing and water- 
insoluble base materi^pulverizing and sitfevifig^ the resultant drug-adhered to the 
water-absorbing and water-insoluble base mat^ial(fOT^ obtaining a powder fracti^on^ 
adding the water-absorbing and gel-forming bas^ material to the powder fraction, and 
mechanically mixing thereof. 



95. (new) A powdery composition for nasal ndministration described in Claim 
91, wherein average particle diameters of the water-absorbing and water-insoluble base 
material and t he water-absorbi ng and gel-forming ba^e material is at least 90 wt^ 
^ased on the particles in the range of 10-350 ^in> 
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96. (new) A powdery comflosition for nasal administration described in claim 
92, wherein average particle diametelfs of the water-absorbing and wate r-insoluble base 
material and the water-absorbing and^ el-f orming base material is at least 90 wr?? 
based on the particles in the range of ip-350 gm.-^ 



97. (new) A powdery composition for nasal administration described in claim 
93, wherein average particle diameters of me water-absorbing and water-insoluble base 



material and the water-absorbing^aad^geMoi 



bas.e material is at least 90-^1:-%^ 



based on the particles in the range of lO^B SO'uxmT 



98. (new) A powdery composition for nafeal administration described in claim 
94, wherein average particle diameters of the watW-absorbing and water-insoluble base 
material andJhe-water-absorbing^and-geMorn^ materi^Js^^Tleast 90 wt % 
based on the particle s in Jhe range of 10-350jam 
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